he European Journal of Endocrinology recently published a paper (Asscheman et al.) presenting mortality data from more than a thousand transsexuals followed for a median time of 18 years and who had undergone previous or were currently on long term cross-sex hormonal treatment. Transsexualism is a rare condition and in scientific literature there are few reports on the long-term safety of different treatment protocols and on the physical and psychological outcomes of medical treatments. The safety of long-term high doses oestrogen or testosterone in subjects of the opposite sex has been debated and data on long term effects are scant at best. The Asscherman paper therefore represents a very important and reassuring reference for professionals working in this field suggesting that mortality is increased among transsexuals although due to causes unrelated to cross sex replacement therapy. These results will benefit the care and treatment of these subjects.
In April 2011, the European Journal of Endocrinology published an important paper in scientific literature dealing with transsexual subjects.
1 The authors presented mortality data on 966 male-to-female (MtF) and 365 female-to-male (FtM) transsexual subjects who had undergone long-term standard cross-sex hormonal treatment.
2 They concluded that in MtF subjects, mortality increases when compared to the general male and female population. The study showed that this increased mortality is mainly due to non-hormonal causes; suicide, AIDS and illicit drug related deaths were higher when compared to the general population. Transsexualism is a rare condition affecting approximately one in 12 000 males and one in 30 000 females 3 and collecting data from more than 1000 patients treated within the same medical center is remarkable. Compared to other papers dealing with this topic, this article appears particularly relevant considering both the sample size and the length of follow-up. Good data on mortality rates in transsexual subjects undergoing cross-sex hormone treatment with or without SRS are scanty. Asscheman and colleagues 4, 5 are not new to this research having reported the effects of hormonal treatment in 1989 and 1997 and, since then, findings from this group have confirmed that increased mortality in these subjects is not due to hormonal causes. The length of follow-up is also remarkable since it was suggested in a previous report that mortality rate differences start to appear after 10 years. In this paper, over 90% of the subjects were followed for more than 10 years with a median time of 18 years.
Previous studies on transsexuals have documented an increased incidence of thromboembolism in MtF using ethinyl estradiol (EE), 6%-8% of whom had a vascular event, not confirmed when other oestrogen preparations are used. 3 Other factors such as age, smoking and carriage of genetic polymorphism are factors known to play a fundamental role. [6] [7] [8] [9] [10] [11] [12] The current recommendation is therefore to avoid the use of EE and to prefer natural or conjugated estrogens particularly for subjects over 40 years of age. 13 This paper reinforces this recommendation showing that the risk of cardiovascular events is increased threefold in subjects who did not want to stop EE when compared to past or non-users. The good news is that once EE is stopped, the risk seems to return to being indifferent from control subjects. This paper reinforce this recommendation showing that current risk of cardiovascular events are threefold increased in those subjects that did not want to stop EE compared to past or never users. It remains to be established whether it is cost-effective to screen MtF before or during hormonal treatment for thrombophilia because genetic predisposition may further increase the risk.
Another interesting aspect emerging from the Asscheman paper is the difference in the mortality rate between FtM and MtF transsexuals. FtM subjects do not present a higher mortality rate nor does cause-specific mortality appear to be significantly different to that of the general population. Even considering that FtM are numerically inferior compared to MtF and that FtM subjects aged over 65 years are small number, still this is a significant difference between the two groups. Testosterone treatment is safe in these women and does not lead to increased cardiovascular mortality. 14, 15 The fact that testosterone has apparent detrimental effects on surrogate markers of cardiovascular risk 16 but does not increase cardiovascular mortality is, in our opinion, intriguing and certainly calls for wider investigation on the way in which testosterone works in women. 17 Some other important issues remain open and also require further research. Of extreme interest is the evaluation of the role of sex reassignment surgery and whether it has a real 'therapeutic' effect on the relief of dysphoria. 18, 19 Scientific literature is not univocal on this point: psychological evaluation reports agree that reassignment surgery improves quality of life, but apparently it does not cure all aspects of gender dysphoria. In some transsexual groups, the suicide rate appears to be higher in subjects who did not undergo surgery, but other studies do not confirm these findings. The Dutch health system allows easier, faster and cost-free access to reassignment surgery for almost all transsexuals, whereas in most other European countries, access to surgery is limited. Numbers in this study do not allow for comparison on the mortality rate between those subjects who undergo sex reassignment surgery and those who do not, and this remains an important issue requiring further exploration. In Asscherman's work, it is not clear whether the 'aging FtM and MtF' are still under hormonal treatment when the events were registered or whether in this center, hormone treatment is discontinued at a certain age. Therefore, whether stopping hormone treatment at an older age may lead to any health benefits also remains unclear.
In conclusion, we would like to stress the importance of this paper in scientific literature on this topic. The missing answers to some questions on the safety of cross-sex hormone administration in transsexuals will only be solved through large multicenter follow-up studies including many gender centers treating subjects with shared protocols based on the best available evidence-based medicine.
